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I With regard to the language, this opinion has been established on the basis of 

the inicmationat npplication in (he language in which it was Hied. 

□ J iranshilion of the intemational application into which is the language of a 

translation furnished for the purposes of international search (Rules 12.3(a) and 23.1(b)). 

: n l*his opinion has been established taking into account the rectification of an obvious mistake authorized bv or notified 
to this Aulhorily under Rule 91 (Rule 43Afj Ua)) 

3 With reuard to any nucleotide and/or amino acid sequence disclosed in the international application, ihts ijpinion has been 
csiablishcd on the basis of: 

a. ivpc of material 

□ a sequence listing 

tablets) related to the sequence listing 

b. to rmai of material 

on paper 
I I in electronic form 

c. time of niing/fumishing 

contained in the international application as tiled 

together with the international application in electronic furm 
furnished subsequently to this Authority for the purposes of search 

». □ in addition, m the case that more than one version or copy of a sequence listing and/or tablc(s) relating thereto has been 
hied or (umished, the required statements that the information in the subsequent or additional copies is identical to that 
m the application as hied or does not go beyond the application as tiled, as appropriate, were furnished. 

Additional comments; 
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Box No. Ill Non-establish ment ofopinion with regard to novelty, invenfivestep and industrial applicability 

llic questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be indusinaiJv 
applicable have not been examined in respect of 

ihe entire international application 

23. 29-39. 121-122 and 126 



claims Nos. 



because; 

□ 

ihe said intcmaiional application, or the said claims Nos. 

subject matter which docs not require an international search fspectjy): 



relate to the tbl lowing 



Ihe description, claims or drawings (inciicate parttcuiar eienwnis hciawf qt SAxdcVaxms Nos. 29-39. 121.122. 126 

are so unclear that no meaningtui opinion could be formed (specify)'. ~ 

Claims 23. ^9-39. J 21. 122 and 126 are not drafted in accordance w.th the s'econd and third sentences of Rule 6.4 (a). These claims ; 
rmproper multiple dependent claims. ' wdims , 



□ 



I he claims, or said claims Nos. 



by Ihe description that no meaningful opinion could be formed (spectjyy. 



iire .-^o inadequately supported 



□ 



□ 
□ 



no iiilcmalional search report liiis been csiablished tor ::aid claims Nos "3. 29-39. 121. 122 and 126 



|wnc.-,ninglul op.n.on could noi be formed w.thoul the sequence listing: the applicant d,d not. with.n the prescribed time limit. 
LJ lumish a sequence listing on paper complymg with the standard provided (or in Annex C of (he Administrative 
Inslruetions. ;md such listing wilj not available to the International Searching Auihorily in a fom, and manner acceptable 

[Zi lumish a sequence listing in electronic form complying iv.th the standard provided for in Annex C ol .he Administrative 
ln.sin.ct.ons, and such listing w:,s not available to the International Searching Authority in a Com, and manner acceptable 

^ Ku'!eTLx1u7or(b)'' '"""^'''"B ^ :^equence listing in response lo an invitation under 

a nieaninglul opinion could not be formed without the tables related to the sequence listings: .he applicant did not. within the 
prescribed ..me lima furnish such tables in electronic form complying with the technical requirements provided for m 
Annex L-A,^ ol the Administrative Instrxicions. and such tables »ere not available to the International Searching Auihon.y in 

.1 lorm and manner acceptable to it, ^ -tauhiui uy m 

.he .ablcs related to the nucleotide andor ammo acid sequence listing, if in electronic form only, do not comply with the 
.echnical requirements provided for in Annex C-his of the Administrative Instructions. K y me 



□ 

See Supplemental Box for lijrthcr details. 
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Hox No. V Reasoned statement under Rule 4JA/r.|(a)(i) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



I . Siiitemcnt 

Novcily (N) 



Claims 
Claims 



-22. 24-28. 46^8. 61-95. ^05. and 107-120 



40-45. 49-60. 96-104. 106. and 123-125 



YES 
NO 



tnxcntivc step (IS) 



Indiistriai applicability (lA) 



Claims 
Claims 

Claims 
Claims 



1-22. 24-28. 40-120. and 123-125 



1-22. 24-28. 40-120. and 123-125 



YES 
NO 

YES 
NO 



Citations and explanations: 

j oC^V^1.':Z1Sn^tJ°L^^^^^ ^"^'^ "'2' - -'-•'^'^•^ 2007/002644 , A, ,o 

Regarding claim 40 Olson 441 teaches a method of reducing viral load in an HlV-l-infected human subject which comprises- 
-- administering to Ihe subject an effective HIV-1 viral load reducing dose of (a) a humanaed antibody designated PRO 140 or (b) an anti- 
CCR5 receptor monoclonal anubody which inhibits HIV-1 fusion with CID4+CCR5+ iw, or id, an ami 

~ '"^T^l^?^ comprises (i) two light chains, each light chain comprising the light chain variable (VL) and constant fCL) rooions 
encoded by the p lasmid designated pVK:HuPR0140.VK (ATCC Deposit Designation PTA-40g7). and ( i) tLo heaw chC Ir^s each heavv 

HrT.f»Tf ^rli'',^''^ "^^X^ ^""^ <C"> '^9*°"^ ^ 'h» plasm d desi|n^eS pVg4 HuPROI^^^ 

HG2-VH (ATCC Deposit Designation PTA-4098) or by the plasmid designated pVg4:HuPR0140 (mut B*D*I)V?I (ATCC OeoosM 
Uusignation PTA-4099), ^^f/w^n 

- wherein the »ffecth/e HIV-1 viral load-reducing dose is selected from 5 mg per kg of the subject's body weight or 10 mn/kq of Ihe 
I jubiecf s body weight of the subject's body weight, so as to thereby reduce the subjecfs HIV-1 viral load (para 10031]). 

I Regarding claim 42. Olson '441 teaches a method of reducing viral load in an HIV-1-infecled human subject which comprises 

- subculaneously administenng (para [00741) to the subject an effecUve H(V-1 viral load reducing dose of (a) a humanizedlntibodv 
designated PRO 140. or ,b) an anti-CCRS receptor monoclonal antibody which inhibits HIV-1 fusion with CDi*CCR5™ceMs 

- wherein PRO 140 comprises (i) two light chains, each light chain comprising the light chain variable (VL) and constant (CL) reaions 
encoded by the plasmid designated pVK:HuPR0140-VK (ATCC Deposit Designation PTA4097>. and (I ) two heavy ^ Jns oa^ h^aw 

Des^gnlti^n PTi^SsI') PTA-4098) or by the plasmid designated pVg4:HuPR0140 (mut B*D*I)-VH (ATCC Deposit 

H^i^lToX^rrc^^^^^^^ '"^'^ °' "-'V so as to thereby reduce 

Rc^garding claim 96. Olson '441 teaches a CCR5 receptor antagonist (para (0028)) which, when administered to an HIV-infected subiect 
?;'^a1o04Ti-ro^7r '"^ '"^ '^^ Administration toThe sub£ 

Regarding claim 97 Olson 441 teaches a CCR5 receptor antagonist (para (0028)) which, when administered to an HIV-infected subiect 
achieves a '09 0 HIV RNA change of from about -1.0 lo about -1.7 (fig 5) in the subject by about day five to day fen foHow ng ' 
I administration to the subject (para (00461-(0047]). u^y "ve lu uiy ten loiiowing 

Regarding claim 98 OJson '441 leaches a CCR5 receptor antagonist (para [0028)) which, when administered to an HIV-infected subiect 
[ (0W6H004?lT " -e-'o'd .decrease (fig 5) in HIV RNA in the subject at about ten days following adminis^ratron to mL^ubV^S 

Regarding claim 99. Olson 441 teaches a CCR5 receptor antagonist (para (0028)) which, when .idministerod lo an HIV-infected subiart 

^:^^^!::>°:Xr^<siX^^'' '^^^ - ^' ^'^^ ^ ^^y 'rrje^fro^r"- 

?oTgte^To:.hrsu;'e;?s S «14To^^^ "'^^ '''"^"^ ' "^"^ °' weight or 

RL-garding claim 44. Olson 441 also leaches the elfective HIV-l viral load-reducing dose is a total of 150 mg or 300 mg (para (02691). 

nt^'TnrnT "^i; "^^ ^"ective HIV-1 viral load reducing dose is administered subculaneously (para 10074)1 

Ql week or Q2 weeks, or one or more times per week or one or more times every two weeks (para '■P^'^ lOO'-*" 

Regarding claims 49 and 102. Olson 441 also teaches PRO 140 comprises (i) two lioht chains P^rh linhi ,.h^i^ ^„ .u ■• u. 

vanable (VL) and constant (CL) regions encoded by Ihe plasmid designated pVK^HuPR0l4,^K^^ 
and (,.) two heavy chains, each heavy chain comprising the heavy chain variable (VH) and constant (CHl reo^^^^^^ 

designated pVg4:HuPR0140 HG2-VH (ATCC Deposit Designation PTA^098) (pjra oT^T—^n^nui^^^^^^^^^ "^'^ 
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Regarding claim 52. Olson 441 further teaches the viral load-reducing dose is sufficient to achieve and maintain in the subiect a serum 
Z-^TT^s^^sV^'^^JT^^^^^^^^ ' — .oa.ou. 12ug.n,.. at leas! I^n^l! 10 

R^arding claim 53. Olson 441 also teaches the reduction of the subjecfs HIV-t viral load is maintained for at least one week (para 
I "'S:^.f^;rs^'-,^^^^^^^^ °' "'^ ^= -^---^ -s. .wo wee^s. for a, 

I r?cfpra'„^ton." o?:re"anXd^^^^^ ^' ^""^ -«ation o. the CCR5 

I bv ai7J!; ?nl°ir' '"''"r '^^f the subject's HIV-I viral load is reduced by at ieast 70% following administration of the 

antibody, by at least 90% following administration of the antibody (para (0099]). 

Hm'^^moO)"' ""^ '"^'^^ co-administering to the subject at least one additional antiretroviral agent effective against 

Regarding claim 58 Olson '441 further teaches the antiretroviral agent is a nonnucleoside reverse transcriptase inhibitor (fvJIMRTI) a 
nucleoside reverse transcnptase inhibitor (NRTI). a protease inhibitor (PI), a fusion inhibitor, or any combinatlln Ih^eonpara [0101]). 

Tn™!?"" It ■ ^'^ ^^^^^ antiretroviral agent is at least one additional CCR5 receptor antagonist that does not 

compete with the humanized monoclonal antibody designated PRO 140 (para [0293]). 

Regarding claim 60, Olson '441 further teaches the subject is treatment na ve or treatment-experierw:ed (para (0100]). 

des^nated PrS MO o/'(b? ."n lnf rr^R^''^" "^i" ^^'^''^ T"".'"' ^"•^^onist (para (0095]) is selected from (a) a humanized antibody 
debigndted PRO 140. or (b) an anti-CCR5 receptor monoclonal antibody which (i) binds to CD4+CCR5* cells in the subiect and inhibits 

cca°s"cD4S5* ce^ l^f '"h''°" "'^ '=°''*CCR5. cells with a potency agual or greater L^that o?PRO 140 S 

nnllrral^ ,? 1 ? f reducing the number of such ceils in the subject, and/or (iv) binds to the subject's 

?nmnne ft.l'* ! "k. K .3" '"CTease in the subject's plasma concentration of circulating 13-chemokines. where^ PRO 140 

de^ona?d*oVK°HuPR^^^^^^ "^J?"' "^"^"'^ 'CL) regions encoJS byThe pllsmid 

designated pVK HuPRO140VK(ATCC Deposit Designation PTA-4097). and (ii) two heavy chains, each heavy chain comorisina ttM iTeaw 
Cham variable (VH) and constant (CH) regions encoded either by the plasm.d designated pVg4:HuPRO140 H(S^t^H^Tcc tt 
Designation PTA-4098) or by the plasm.d designated pVg4:HuPRO140 (mu. 8*D*I).VH (ATCC Deposit DesignatTon PTA4099^^^^^^ 

Regarding claim 101. Olson "441 further teaches viral load reduction in the subject persists for about two to three weeks (para (0098)). 
Regarding claim 104. Olson 441 also teaches the CCR5 receptor antagonist is administered intravenously or subcutaneously (para 

Regarding claim 106, Olson 441 further teaches a pharmaceutically acceptable carrier (para (01401) 

atnZfi"^ l^l '.V, f^^ ^^""^^^ co-administering an HIV entry inhibitor which is an antibody (para [0217] 2D7) 

R.'^i^rd ™ r lit' n,V2 TA 'T''^^ '"^ """^ .s a monoclonal antibody para 0217]) 

Renarding claim 1 25, Olson 44 1 also teaches a humanized antibody that is TNX-355 (para (0009J). 

Claims 46 and 95 lack an inventive step under PCT Article 33(3) as being obvious ever Olson '441. as above. 

r^re looltl^ara ra0461^00^Vf fi^^^^^^ ni^ ""-^^r/"^' '^'^""'"^ administered subcutaneously reduces HIV-I viral load by 
,1 ,1 '"""fl "9 5)- Olson 441 does not teach 1.5-2 loglO. Since the range of Olson '441 significantly overtaos the 

range of claim 46. one of ordinary skill in this art would recognize that it is obvious over it. :.igniricantiy overtaps the 

Regarding claim 95 Olson 441 leaches a CCR5 receptor antagonist which, when administered to an HIV-infected subiect achieves an 
ZZ^l^^^rlTwZnOO^^^^^ °' '° ^"""^ - '° nf.een\;trg ^dStrrnTthC 

•^t^lLl^^""" "°' ""f^ ^.^ " ^^^^ ""^'""S to one of ordinary skill in this art based on routine experimentation I 

^ruX^^re^fdry'^nrr;"^^^^^^^^^ — — - - --^i- of upr2T^^rby| 
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Continuation of: 

Box \/(2) and the preceding Supplemental Box 1: 

Claims 1-22 24.26 47 48. 81-93 and 107-1 18 lack an inventive step under PCT Article 33(3) as being obvious over an abstract entitled 
Efficacy and Safety of Maraviroc plus Optimized Background Therapy in Viremic. ART-experienced Patients Infected with CCR5-tropte 
j HIV- 1 ,n Europe. Australia, and North America: 24-Week Results" by NELSON el al (hereinafter Nelson") in view of Olson 44 1 . 

,h!^.^'^-2?.'"^""«' ■ ?'^'^2?v,1^''''?f a method of reducing viral load in an HIV-l-infected human subiect which comprises administering to 
the subiect an effective HIV-I viral load reducing dose of a CCR5 receptor antagonist (pg 1 para t ) ^ 
- *hete,r, the v.ral load reducing dose of Ihe CCR5 receptor antagonist achieves an HIV RNA rediliction of up to about 2 0 log 10 in the 
■:ubiect following administration of the CCR5 receptor antagonist (pg 1 table In 1 ) 

I Tto .b^.°7 i'l^°^TnT^„'^'.T'^ ""'^ T'.^ ^^^'^ "^""^ <P9 ^ • 3- Nelson does not teach an HIV RNA reduction of 
^Sm^nt,»rinn H . ^ V^f^^^.f, °' Viral load in an HlV-l-infocted human subject which comprises 

idminislenng to the subject an eff«:Uve HIV-I viral load reducing dose of a CCR5 receptor antagonist (para 1003111. Olson also teaches a 
^Hmini'^ ^f^"'=7?H °' '"^ '^^.'^^ '^"""^ ^"'^9«"s' ^"^^^ ^ "IV RNA reduc«on of upto about IBIoglO in aTbje^ fSng 
wn?^^ h ! T H f ^^"> ^ ^^i^t a mouse (para [0046H00471. fig 5) over a 12 day period (Fig IT "t 

aaI^^ Z ^" "m^okia °^ ° based on routine experimentation to combine the methods of Nel»n and o son 

hit ni r .^1 V TSl:^"""" °' art f^ave been motivated to"o ^ 

because Olson 441 s method shows an equivalent HIV RNA reduction over 1/14 the lime period. 

Regarding claim 3. Nelson teaches a method of reducing viral load in an HIV-l-infected human subiect which comprises administerino lo 
Ihe subject an effective HIV-1 viral load reducing dose of a CCR5 receptor antagonist (pg 1 para 1 «""P"ses administenng to 

- wherein the viral load reducing dose of the CCR5 receptor antagonist achieves a mean toglO HIV RNA change of from about -1 97 (do 
I n.:^^ •^i'^ ""k^ ^""'^.k ^7 f °w ''^ 3- 5) fo'towing administration of The OCRS receptor Antagonist. 

Olson 44 teaches a method of reducing viral load in an HIV-l-infectod subject which comprises administering to the subject an effective 
HIV-1 viral load reduang dose of a OCRS receptor antagonist (para [00281. [0031)). as well as a viral load reducing dose of me CC^ 
eceptor antagonist achieves a mean loglO HIV RNA change of from about -1.0 to about -1.7 in the subject by abJuMay five to aboul dav 
ten following adnriinistration of the OCRS receptor antagonist wherein the subject is a mouse (para (OO46HO0J7L ^ 5) u wou d h^e been 
obvious to one of ordinan* skill in this art lo use the method of Olson "441 on humans as in Nelson. One of ordinary skX inThis art woufd 
have been motivated to do so because ason "44 rs method shows an equivalent HIV RNA reduction over about lVl4 the time ^n"d 

lh«^^uh!^t''^^'T,,l;« t''SrJ!^'*Tf °' "T"""^ ^" H'V-Wnfected human subject which comprises administenng to 

the subject an effective HIV-I viral load reducing dose of a CCR5 receptor antagonist (pg 1 para 1 ) 

Z '^J,^^ ^,'?^"^f "'Y"/, '^"^'"9 a greater than tenfold decrease inHIV RNA (pg 1 . table. In 1 ) in the 

subject at about 168 days following administration of the CCR5 receptor antagonist (pg 1 para 3 In 5) • n 1 ; in ine 

^n^r^^r^^^Z^^ reduction occurs at about ten days following administration. Olson ■441 teaches a method of reducing viral load 
in an HIV-I- niected human subject which comprises administering to the subject an effective HIV-I viral load reducing dose of a CCR5 
receptor antagonist (para [0031J). Olson also teaches an effective HIV-1 viral load reducing dose that results in a oreater th«n?»ni^w 
decrease in HIV RNA in the subject at about ten days following administration of the CCRS^refeptor anLgonis" tpZlt^BUO^n F,^ 5) 
wherein the subject is a mouse It would have been obvious to one of ordinary skill in this art to use the methi^ of Oteon "441 on h^^^^^ 

rn'; :^Tc"^2::'r:t7.r^:",^^^ "^^^ - -^^-^ ^-^^ - eqrairH,';; 

re°?atc'rerepTor^:(t-^^^^^^^^^ ---^ — ^ - 

-wherein Ihe effective HIV- 1 viral load reducing dose results in a > or = to 1 log 10 reduction in HIV RNA (do 1 fahln In 1 1 in th- .hi=w .1 
about 168 days following administration of the CCR5 receptor antagonist (pg 1 para 3 In 5) ^ ' ^ ""I 

I nfl^'^ff not teach the reduction occurs at about day 5 to about day 15 following administration of the CCR5 receptor antagonist 
« ? f ? f 1^ °' ""^"""^ ""^^ HIV-l-infected human subject which comprises administering to thrsubi^ an 

effec ive HIV-I viral load reducing dose of a CCR5 receptor antagonist (para [0031]). as well as an effective HIV 1 v"ll load reS c2,se 
results ,n a > or = to 1 loglOreductlon in HIV RNA in a subject al about day 5 to about day 15 following administratio^ of me CCR5 
receptor antagonist (para [0046J-[0047]. Fig 5) wherein me subject is a mouse. It would t4ve been ol^ious to onf^o^inarv skHl in thi« 
art to use the method of Olson 441 on humans as », Nelson. One of ordinary skill in this art wouirhav^ b^n motta edTdo so 

I Olson 441 s method shows an equivalent HIV RNA reduction over about 1/14 me time period. ouvaieo 10 go so Because 

compn'^JCs '^'^'^^ ^ °' <=°""' <P9 2. para 1 ) in an HIV- 1 -infected human subject which 

.- ..dministering to the subject an effective CD4* cell count-elevating dose of a CCR5 receptor antagonist (pq 1 oara 1) 
Nelson does not teach an anti-CCRS receptor monoclonal antibody. Olson '441 teaches a CCRS receptor anlagonist rpara (00281) mat is 
(a) a numanized antibody designated PRO 140. wherein PRO 140 comprises (i) two light chains, each light chain compris?nq the Lht 
chain variable (VL) and constant (CL) regions encoded by the plasmid designated pVK:HuPRO140.VK (ATCC Deoo^rnJ^Sn^Hn^ 
T'* K^'^^^f '"^ ^"^^^ '^'^ "^^^ comprising me hea^ chain variable ( W ) and ciC^I^nt ^CHWeg^on^^^^ 

""^V^'^^r^lfrr'"^ designated pVg4:HuPRO140 HG2VH (ATCC Deposit Designation PTA.4098) or by the p asmid deL°CnJ 
pVg4:HuPRO140 (mut B+D*I)-VH (ATCC Deposit Designation PTA-4099) (para [0031]) ^ 
Olson •''41 ulso loaches an effective HIV-1 viral load-reducing dose of it comprises from 0.1 mg per kg to 10 mq per kq of Ihe subiecfs 
body weight. Olson further teaches "In many instances. mAbs provide safety, efficacy and ease-of-usl profL >ha! are mrivalted ^ small 
molecule compounds.' (para [0027]). It would have been obvious to one of ordinary skill in this urt to use the anti-CCRS "ecemor 
monoclonal antibody o Olson -441 In me method of Nelson. One of ordinary skill in m,s art would have been motivateTio do so or me 
benefits mAbs provide taught by Olson '44 1 . It would ha ve been obvious to one of ordinary skill in mis art based on roul ne 1 
experimenlalion to have the effective CD4* cell count-elevating dose be selected from 0. 1 mg per kg .0 25 mg per kg of the subject's body | 

Ptease see the following Suppfemental Box 3 . 
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Regarding claim 81, Nelson teaches a method of reducing viral load In an HIV-l-infected human subject which comprises administering to 
the subject an effective HtV-l viral load reducing dose of a CCR5 receptor antagonist (pg 1 para 1), 

- wherein the viral load reducing dose of the CCR5 receptor antagonist achieves an up to 2.0 loglO HIV RNA reduction (pg 1. table. In 1) 
by about day 168 following administration, so as to reduce the subject's HIV-I viral load (pg 1 , para 3. In 5). 

Nelson does not teach an anti-CCR5 receptor morxiclonaf antibody nor an up to 2.5 log 10 HIV RNA reduction by about day nine or day 
ten. Olson *441 teaches method of reducing viral load in an HIV-l-infected human subject which comprises: 

- administering to the subject an effective HIV-I viral load reducing dose of (a) a humanized antitxsdy designated PRO 140, or of (b) an 
.inti-CCRS receptor monoclonal antibody which inhibits HIV-I fusion with CD4+CCR5+ cells. 

- wherein PRO 140 comprises (i) two light chains, each tight chain comprising the light chain variable (VL) and constant (CL) regions 
encoded by the plasmid designated pVK;HuPRO140-VK (ATCC Deposit Designation PTA4097). and (ii) two heavy chains, each heavy 
chain compnstng the heavy chain variable (VH) and constant (CH) regions encoded either by the plasmid designated pVg4:HuPRO140 
HG2VH (ATCC Deposit DesignaUon PTA-409a) or by the plasmid designated pVg4:HuPRO140 (mut B+O+Q-VH (ATCC Deposit 
Designation PTA-4099) (para [0031]). 
Olson '441 also teaches an effective HIV-I viral load-reducing dose achieves an up to 1 .8 log 10 HIV RNA reduction by about day nine or 
day ten following administration, so as to reduce the subject's HIV-I viral load wherein the subject is a mouse (para {0046]- (004 7]. fig 5). 
Olson further leaches "In many instances. mAbs provide safety, efficacy and ease-of-use profiles that are unrivalled by small-molecule 
compounds." (para (0027]). It would have been obvious to one of ordinary skill in this art to use the anti-CCR5 receptor monoclonal 
antibody of Olson '441 in the method of Nelson. One of ordinary skill in this art would have been motivated to do so for the benefits mAbs 
provide taught by Olson '441. It wouUi have also been obvious to one of ordinary skill in this art based on routine experimentation to 
achieve an HIV RNA reduction of up to about 2.5 log 10 by about day nine or day ten following administration. 

Regarding claim 82. Nelson teaches a method of reducing viral load in an HIV-l-infected human subject which compnses 
~ cidministerlng to the subject an effective HIV-I viral load reducing dose of a CCR5 receptor antagonist (pg 1 para 1), 

- wherein the viral toad reducing dose of the CCR5 receptor antagonist achieves an up to 2.0 log 10 HIV RNA reduction (pg 1. table. In 1) 
by about day 168 following administration, so as to reduce the subject's HIV-I viral load (pg 1. para 3, In 5). 

Nelson does not teach an anti-CCRS receptor monoclonal antibody nor an up to 2.5 log 10 HIV RNA reduction by about day nine or day 
ten. Olson '441 teaches method of reducing viral load In an HIV-l-infected human subject which comprises: 

- administenng to the subject an effective HIV-I viral load reducing dose of (a) a humanized antibody designated PRO 140. or of (b) an 
anti-CCRS receptor monoclonal antibody which inhibits HIV-I fusion with CD4+CCR5+ cells, 

- wherein PRO 140 comprises (i) two light chains, each light chain comprising the light chain variable (VL) and constant (CL) regions 
encoded by the plasmid designated pVK:HuPRO140-VK (ATCC Deposit Designation PTA4097), and (ii) two heavy chains, each heavy 
chain comprising the heavy chain variable (VH) and constant (CH) regions encoded either by the plasmid designated pVg4:HuPRO140 
HG2VH (ATCC Deposit Designation PTA-4098) or by the plasmid designated pVg4:HuPRO140 (mut B+D+Q-VH (ATCC Deposit 
Designation PTA-4099) (para (0031 ]). 
Olson '441 also teaches an effective HIV-I vtral load-reducing dose that achieves a 1.20 loglO to 1.83 Iog10 HIV RNA reduction by about 
nine to ten days following administration, so as to reduce the subject's HIV-I viral load wherein the subject is a mouse (para (0046]-(0047]. 
fig 5), Olson further teaches "In many instances, mAbs provide safety, efficacy and ease-of-use profiles that are unrivalled by small- 
molecule compounds." (para [0027]). It would have been obvious to one of ordinary skill in this art to use the anti-CCRS receptor 
monoclonal antibody of Olson '44 1 in the method of Nelson. One of ordinary skill in this art would have been motivated to do so for the 
benefits mAbs provide taught by Olson '441. It would have also been obvious to one of ordinary skill in this art based on routine 
experimentation to achieve an effective HIV-I viral toad-reducing dose achieves a 1 .20 Iog10 to 1 .83 loglO HIV RNA reduction by about 
nine to ten days following administration, so as to reduce the subject's HIV-I viral load. 

Regarding claim 83, Nelson teaches a method of reducing viral load in an HIV-l-infected human subject which comprises 

- administenng to the subject an effective HIV-I viral load reducing dose of a CCR5 receptor antagonist (pg 1 para 1). 

- wherein the viral load reducing dose of the CCR5 receptor antagonist achieves an up to 2.0 log 10 HIV RNA reduction (pg 1 table In 1 ) 
by about day 168 following administration, so as to reduce the subject's HIV-I viral load (pg 1 . para 3. In 5). 

Nelson does not teach an anU-CCRS receptor monoclonal antibody nor an up to 2.5 log 10 HIV RNA reduction by about day nine or day 
ten. Olson '441 toaches method of reducing viral load in an HIV-l-infected human subject which comprises; 

- administering to the subject an effective HIV-I viral load reducing dose of (a) a humanized antibody designated PRO 140 or of (b) an 
□nU-CCRS receptor monoclonal antibody which inhibits HIV-I fusion with CD4+CCR5+ cells, wherein PRO 140 comprises (i) two light 
chains, each light chain comprising the light chain variable (VL) and constant (CL) regions encoded by the plasmid designated 
pVK:HuPRO140-VK (ATCC Deposit Designation PTA4097). and (ii) hvo heavy chains, each heavy chain comprising the heavy chain 
vanable (VH) and constant (CH) regions encoded either by the plasmid designated pVg4:HuPRO140 HG2VH (ATCC Deposit Designation 
PTA-4098) or by the plasmid designated pVg4:HuPROl40 (mut B+D+Q-VH (ATCC Deposit Designation PTA-4099) fpara [0031]). 
Olson '441 also teaches an effective HIV-1 viral load-reducing dose results in a suppression of viral load by at least 1.0 loglO within about 




, , — . eceptor r..„, 

antibody of Olson 44 1 tn the method of Nelson. One of ordinary skill in this art would have been motivated to do so for the benefits mAbs 
provide taught by Olson '441 . It would have also been obvious to one of ordinary skill in this art based on routine experimentation to 
achieve an effective HIV-1 vtral load-reducing dose results in a suppression of viral load by at least 1.0 loglO within about five days 
following administration, so as to reduce the subject's HlV-1 viral load. 
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Regarding claim 84. Nelson teaches a method of reducing viral load in an H I V-l- infected human subject which comprises 
- administering to the subject an effective HIV-I viral load reducing dose of a CCR5 receptor antagonist (pg 1 para 1) 
^J'll^J^TriT^.^^l load reducing dose of the CCR5 receptor antagonist achieves an up to 2.0 iog10 HIV RNA reduction (pg 1. table. In 1) 
by about day 168 following administration, so as to reduce the subject's HIV-I viral load (pg 1 para 3 In 5) 

D^^'^n?.«° ! ^^^^^ ^" '''?^:S^^^L^''^^^''' monoclonal antibody nor an up to 2.5 loglO HIV RNA deduction by about day n.ne or day 
ten. Olson 441 teaches method of reducing viral load in an HIV-l-infected human subject which comprises* 

"Jt ^nal^""^ ? ^"''^f ^^^""^ reducing dose of (a) a humanized antibody designated PRO 140, or of (b) an 

anU-CCR5 recep or monoclonal antibody which inhibits HIV-I fusion with CD4+CCR5+ cells, wherein PRO 140 compnses (i) two I qht 
oVK^HuPROid^^^^^^^ chain variable (VL) and constant (CL) regions encoded by the plasmid designated 

wl.Hi ^ (ATCC Deposit Designation PTA4097). and (ii) two heavy chains, each heavy chain compnsing the heavy chain 

PTA Tno^. ' and constant (CH) regions encoded either by the plasmid designated pVg4:HuPRO140 HG2VH (ATCC Deposit Designation 
PTA^098) Of by the plasm.d designated pVg4;HuPRO140 (mut B^D^Q-VH (ATCC Deposit Designation PTA-4099) (para I003ll) 
?i^?.Mln hI f 1, ^'^'^ '°^^-^«^"^"g dose results .n a greater than ten fold decrease in HIV RNA in the subject by 

jibout ten days following administration, so as to reduce the subject's HIV-1 viral load wherein the subject is a mouse (para 10046)-{0047r 

Olson further teaches that "[ijn many instances. mAbs provide safety, efficacy and ease-of-use profiles that are unrivalled by small- 
molecule compounds.- (para (00271). » would have been obvious to one of ordinary skill in this art to use the anti-CCR5 receptor 
monoctonal antibody of Olson '44 1 in the method of Nelson. One of ordinary skill in this art would have been motivated to do so for the 
benehts mAbs provide taught by Olson '441 . It would have also been obvious to one of ordinary skill in this art based on routine 
hwT«";f r I? " ^" effective HIV-I viral load-reducing dose results in a greater than ten foW decrease in HIV RNA in the subject 

by about ten days following administration, so as to reduce the subject's HlV-1 viral load. =»u"ieci 

Regarding claims 107. Nelson teaches a method of reducing vira load in an HIV- 1 -infected subject, which comprises' 

(a) determining that the subject is infected with a CCR5-lropic strain otHIV-1 and 

(b) administering to the subject an effective HIV-1 viral lOad reducing dose of a CCR5 receptor antagonist (pg 1 para 1 ) 
Nelson does not teach CCR5 receptor antagonist which is selected from (a) a humanized antibody designated PRO 140. or (b) an anti- 
CCR5 receptor monoclonal antibody. Olson '441 teaches method of reducing v.ral load in an HIV-l-infecTed human subiect which 

74o"^i??bT« ^Jnif r^R^T.^ '? ^? ^•Jr'ir' "''^ '^^^ °' ^ ""-"anized antibody designated PRO 

140. or of (b) an anli-CCR5 receptor rnonoclonal antibody which inhibits HIV-I fusion with CD4+CCR5+ cells 

" '^'^'^"J?^ ''°"T*ses (i> two light chains, oach light chain comprising the light chain variable (VL) and constant (CL) reqions 
encoded by the plasmid designated pVK:HuPRO140-VK (ATCC Deposit Designation PTA4097). and (ii) two heavy chains ea<^ hTavy 

SfJgnaioil PTA-^S99) ^a7^03V) " "'^ "^""'^ ^^^igna'^d pVg4.HuPRO140 (mut B*D*Q-VH (ATCC Deposit 

Olson further teaches that "filn many instances. mAbs provide safety, efficacy and easo-of-use profiles that are unrivalled by small- 
molectile compounds, (para [0027]). It would have been obvious to one of ordinary skill in this art to use the anti-CCR5 receptor 
monoclonal antibody o Otsor, "441 ,n the method of Nelson. One of ordinary skill in this art would have been motivated to do^ for the 

benefits mAbs provide taught by Olson 441. 

?7nT^1n ''^^ '"^^ '^'^"^'"9 dose of the CCR5 receptor antagonist achieves an HIV RNA reduction of from 

rn^BMnn^^ rlV^, '"m k ^""'^'^ 'k ^"'>">^^^''°" °' '^e CCR5 receptor antagonist wherein the subject is a mouse fpara 

p046H00471. fig 5). t woirfd have also been obvious to one of ordinary skill in this art based on routine experimentation to have a viral 
oad reducing dose of the CCR5 receptor antagonist that achieves an HIV RNA reduction of from 1.20 loglO to 1 83 loTlO in^^ tub^ci 
following administration of the CCR5 receptor antagonist in a human. lu in ine suojea 

?a'^^'mrt^^,?nJ.\^^^nZ''^ '° °' ^'^ °" experimentation to have the > or = 

to 1 loglO reduction in HIV RNA persist in a human subject for about ten days to about three weeks. 

ru't^e%u;r:rfL^..ve°H^^^^^^ '^^^^ 9 to abou. day ,5 after administering to the 

.SvtSlV^tal ,oLd roduci.^'^^^^^^^^^ 'sT'" '"""""^ '''' ^^'"^-'-^''^ '° '^^ -"i- 

imravLtoLly i^afa?00?4jr' '"^^ '^""""^ °' ''^''^ ^^^^"'"^ ^"'^9°"'^' ^ '^"^ administered 

SSedtTravl° uTy '^^rlmr^n.''*"'' °' ^^'^'^^ -'^9°"^=' ^ 

Regarding claims 11. 12. 87. and 1 15. Olson 441 also teaches the HIV-1 viral load reducing dose ,s 5 mg/kg o( the sub'iecl's body weioht 
□r 10 mg per kg of the subject's body weight (para (0031 J). 9"^g oi ine suojeci s ooay weight 

Regarding claim 13 Olson ■441 further teaches the v.ral load reducing doses of the CCR5 receptor ..ntagonisl are administered about 
,.=very two weeks, about every four weeks, or about every six weeks after administration of a first dose (para (OOgan 
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Regarding ^'^^^ O'son "441 also teaches the viral load redudng doses of the CCR5 receptor antagonist are administered at repeated 

!n ?nnLan^ ^ ^ ^""^"^ ^^'^"^ ^^^'Y °^ ^^"^ ^^^^ ^ix weeks after administration of a first dose 

(para |i/U9E5|). 

Regarding claim 15. Olson '441 further teaches the viral load reducing dose of the CCR5 receptor antagonist is administered 
subcutaneously (para (0074)). 

I 3u?cu?an^*ilsly (p^ara '(0o"74]) ^ ""'^^ ^^^ches. the viral load reducing dose of the CCR5 receptor antagonist is a multiple dose administered 

j Regarding claini 17. Nelson further teaches the viral load reducing dose of the CCR5 receptor antagonist reduces viral load by 1.5-2 loqIO 
(pg I, laDie, in i ). 1 

I Regarding clatfTi 18. Olson 44 1 also teaches the viral load reducing dose of the CCR5 receptor antagonist is 2-10 mg/kg (para [00311) of 
the subiecfs body weight administered subcutaneously (para (0074]). y y i^^^ » w ui 

Regarding claim 19, Olson '441 further teaches the viral load reducing dose of the CCR5 receptor antagonist is administered 
I subcutaneously (para [0074]) Q2weeks (para (0098]). 

Regarding claim 20 Olson '441 also leaches the viral load reducing dose of the CCR5 receptor antagonist is administered subcutaneously I 
one or more times (para (0074]) per week or one or more times every two weeks (para [0098]). 

Regarding claims 21. 25 85. and 108. Olson '441 further teaches the CCR5 receptor antagonist is selected from (a) a humanized 
antibody designated PRO 140. or (b) an anti-CCR5 receptor monoclonal antibody which inhibits HlV-1 fusion with CD4+CCR5+ cells 
u. ? composes (i) two light chains, each light chain comprising the light chain variable (VL) and constant (CL) regions ' 
encoded by the p las mid designated pVK:HuPR0140-VK (ATCC Deposit Designation PTA-4097). and (ii) two heavy chains each heavy 
! Ji.r?o"v?ST^^'Il^r! (V") constant (CH) regions encoded either by the plasmid designated pVg4 HuPR0140 

Des^gnatio^ P^°^^^^^ PTA-4098) or by the plasmid designated pVg4:HuPRO140 (mut B+D+Q-VH (ATCC Deposit 

(pa?r[0075'jr'^ ^"^^ ""^^ anti-CCR5 receptor monoclonal antibody is a humanized, human, or chimeric antibody 

Regarding claim 26. Olson '441 further teaches the PRO 140 is administered intravenously in a single 5 mg/ml dose [0167] and a 1 8 

h I .rppn I'ln'^H ""T ^^^^ '^^^^ *° °' *" based on routine expenmentation lo | 

have the PRO 140 administered intravenously in a single 5 mg/mi dose result in a 1 .8 loglO mean reduction in HIV RNA. 

Regarding claim 48. Olson '441 also teaches a dose that is selected from 5 mg/kg. or 10 mg/kg. of the subject's body weight (para [0031]) 
Regarding claim 86. Olson '441 further teaches the reduction of viral load in the sub]ect persists for about ^a^o to three weeks (parV(0098J).| 

Regarding claim 88 iind 1 14. Olson '441 also teaches the viral load reducing dose is administered Intravenously, or subcutaneously (para 

Regarding claim 89. Olson '441 further teaches the subject is treatment-naive or treatment experienced (para (0100]). 

Regarding claim 90, Olson '441 also teaches (a) prior to admtnistenng the humanized antibody designated PRO 140 or the anti-CCRS 
receptor monoclonal antibody to the subject, the subject has received treatment with at least one anTiretroviral agent effective to inhibif 
HIV1. and/or (b) concurrent with adm.n.stenng the humanized antibody designated PRO 140, or the anti-CCRS receptor monoclonal 
rpara*"]?! an ti retroviral agent Is administered to the subiecl. so as to enhance the reduction of HIV-I viral load in the subject 

Regarding claim 91. Olson '441 further teaches the antiretroviral agent is a nonnudeoside reverse transcriptase inhibitor (NNRTM a 
nucleoside reverse transcriptase inhibitor (NRTI). a protease inhibitor fPI). j fusion inhibitor, or any combination thereof (para (01(il]). 

Regarding claim 92. Olson '441 also teaches the antiretroviral agent is a CCR5 receptor antagonist (para [01051) 
Regarding claim 93. Olson '441 further teaches the CCR5 receptor antagonist is a non-protein small organic molecule (para [0105]). 

Regarding claim 109. Olson '441 also teaches a CCR5 receptor antagonist which, when administered to an HIV-infected subject achieves 
un average ma:<.mum decrease of viral load in the subject of up to 1.8 log 10 by about day nine to day fifteen followino admin stratioT o tho 
.ubject (para [O046J.[OO47]. fig 5). Olson '441 does not teach up to 2.5 loglO. U would have been cbv'ous fo o^^^^^^ 
based on routine expenmentation to select a dosage and administration pattern that achieves an average maximum decrease of viral load 
.n the subject of up to 2.5 fog 10 by about day nine to day fifteen following administration to the sutiject decrease or viral load 

I rM^'l'^^lin ^ l*^' 441 further teaches a CCR5 receptor antagonist that achieves an HIV RNA reduction of from 1 .20 loglO to 
1.83 loglO by about day nine or day ten following administration (para (0046J-[0047]. Fig 5). 

Regarding claim 111. Olson '441 also teaches a CCRS receptor antagonist that achieves a log 10 HIV RNA chanq© of from -about -1 0 to 
:^bout -1.7 ,n the subject by about day five to day ten following administration (para [0046J-[0047]. Hg 5). 
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Regarding claim 1 12. Olson '441 further teaches a CCR5 receptor antagonist that achieves a greater than ten-fold decrease in HIV RNA ii 
the subject at about ten days following administration (para (00461-(0047]. fig 5). 

2fw DKi'I?^ ^^^"^ ^ ''^^^ ^'^ leaches a CCR5 receptor antagonist that achieves a greater than or equal to 1 loglO decrease in 

HIV RNA in the subject at about day five to about day fifteen following administration (para [0046H0047]. fig 5). 

Regarding claim 1 16. Nelson further teaches a determination thai the subject is infected with a CCR5-tropic strain of HIV is made orior to 
the administration of the CCR5 receptor antagonist to the subject (pg 1 para 1 ). 

Regarding claim 1 17, Nelson also teaches monitoring the subject at predetermined intervals during the administration of the CCR5 
receptor antagonist to determine viral load, and CD4 cell count (pg 1-2. table). 

parlTlT"^ ^ '"^e'so" further teaches monitoring is carried out about once every two to six months, or two to six times a year (pg 1 

Claims 61-80 and 1 19-120 lack inventive step under PCT Article 33(3) as being obvious over US 2006/0154857 A1 to REDFIELD et al 
(hereinafter 'Redfield*) in view of Olson '44 1 . 

^H^*^^'"^ ^'^'"^ teaches a method of maintaining a reduced viral load in an HIV-l-infected human subject ^para 100281- 

[0030)). which comprises: • i j 

fOOi*9H0021])"^ *° subject an anti-CCR5 receptor monoclonal antibody which inhibits HIV-I fusion with CD4+CCR5+ cells (para 

(b) administering to the subject one or more subsequent effective HIV-1 viral load reducing doses of the antiCCRS receptor monoclonal 
antibody ("Moreover, HIV therapy is now thought to be a life-long process." para (0070)). 

Redfield does not teach the first effective HIV-1 viral load-reducing dose results in a viral load reduction of up to about 2 5 loqIO in the 
^ubject by about day 9 to about day 15 following dosing of the subject nor administering to the subject one or more subsequent effective 
HIV-1 v.ral load reducing doses of the antiCCRS receptor monoclonal antibody of at a time when the subject's reduction in viral load is 
detemnined to be about 0.7 to 1 .5 Iog10. so as to thereby maintain a reduced viral load in the subject. 

Olson 441 teaches a method of reducing viral toad in an HIV-l-infectod subject, which comprises: L 
" '^^l^j^j^^^"''^ *o subject a first effective HIV-1 viral load reducing dose of (1) a humanized antibody designated PRO 140 or of (21 an 
anU-CCR5 receptor monoclonal antibody which inhibits HIV-1 fusion with CD4+CCR5* cells, wherein PRO 140 comprises (i) tvJo liqht 
""r-^".!' variable (VL) and constant (CL) regions encoded by the plasm.d designated 

pVK:HuPRO140.VK (ATCC Deposit Designation PTA-4097). and (ii) two heavy chains, each heavy chain comprising the heavy chain 
.^t"* i^i * constant (CH) regions encoded either by the plasmid designated pVg4:HuPRO140 HG2-VH (ATCC Deposit Desianation 



about 



PTA4098) or by the plasmid designated pVg4:HuPRO140 (mut B+D+I)-VH (ATCC Deposit Designation PTA.4099) (para [00311) " 
I - wherein the first effective HIV-1 viral load-reducing dose results in a viral load reduction of up to about 2.0 loglO in the subject* bv 
day 9 to about day 1 5 following dosing of the subject (para [0O46HOO47]. fig 5). 
Olson -441 also teaches administering to the subject one or mora subsequent effective HIV-1 viral load reducing doses of the humanized 
antibody designated PRO 140 of (a)(1) or the antiCCRS receptor monoclonal antibody of (a)(2) (para [00741). It would have been obvious 
^ one of ordinary skill in this art based on the teachings of Redfield and Olson '441 and routine experimentation to have the first effective 
HIV-1 viral load-reducmg dose result in a viral load reduction of up to about 2.5 loglO in the subject by about day 9 to about day 15 
I following dosing of the subject and administer to the subject one or more subsequent effecUve HIV-1 viral load reducing doses of the 
humanized an titjody designated PRO 140 of (a)(1) or the antiCCRS receptor monoclonal antibody of (a)(2) at a time when the subject's 
reduction in v.ral load is determined to be about 0.7 to 1.5 loglO. One of ordinary skill in this art would have been motivated to do so to 
optimize the timing and conditions for reducing and maintaining a reduced viral load in an HIV-1-infected human subject. 

Il^St';?'"^ ^'^'"^ ^^^^'^^^ teaches a method of maintaining a reduced viral load in an HIV-l-mfected human aubject (para [0O281- 
[00301). which compnses: j i i 

rmfQWAno^u"^ *° subject an anti-CCRS receptor monoclonal antibody which inhibits HIV-1 fusion with CD4+CCR5* cells (para 

(b) administering to (he subject one or more subsequent effective HIV- 1 viral load reducing doses of the antiCCRS receptor monoclonal 
antibody ( Moreover. HIV therapy is now thought to be a life-long process." para [0070]) 

Redfield does not teach the load-reducing dose results in an up to 2.5 log 10 reduction in HlV-1 RNA by about day 9 to about day 15 
following dosing of Ihe subject nor administering to the subject one or more subsequent effective HfV-l v.ral load reducing doses of the 
CCR5 receptor antagonist at a time when the subject's reduction in viral toad is determined to be about 0 7 !o 1 5 loqIO Olson '441 
teaches a method of reducing viral load in an HIV-1 -infected subject which compnses* 

- adrninislering to the subject a first effective HIV-I viral load reducing dose of a CCRS receptor antagonist (para |0028I. where.n the first 
effective HIV-1 ^^d-reducing d^^^^^ in an up to 2.0 (oglO reduction in HIV-1 RNA by about oay 9 to about day 15 following 



dosing of t^e sublocMparaToliieH ^" ^° ^'^'^ ^""^ ^'^-^ ^ ^^^^ 

he subject one or more subsequent effective H 

PleasB see the following Supplemental Box 7 ■ 



Olson 441 also teaches a^jjj^injstering to the subject one or more subsequent effective HIV-1 viral load reducing doses of the CCRS 
receptor antagonist (para [0074]) ^ '-^n* ^ 
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It would have been obvious to one of ordinary skill in this art based on the teachings of Redfield and Olson 441 and routine 
expenrnentation to have the first effective HIV-1 viral load-redudng dose result in a viral load reduction of up to about 2 5 log 10 in the 
subjec by ybout day 9 to about day 15 following dosing of the subject and administer to the subject one or more subsequent effective Hl> 
I 1 viral oad reducing doses of the CCR5 receptor antagonist at a time when the subject's reduction in viral load is determined to be about 
mi^* loglOOne Of ordinary Skill .n this art would have been motivated to do so to cpUmize the timing and conditions for reducing and 
maintaining a reduced viral load in an HIV- 1 -infected human subject. ««"wrig una 

|0030]f w^hk!h'Tom^^^^ teaches a method of maintaining a reduced viral load in an HIV-1 -infected human subject (para [0028}- 

100l*9n00^^^ *° subject an anti-CCR5 receptor monoclonal antibody which inhibits HIV-1 fusion with CD4+CCR5+ cells (para 

InriK"*!^"/?*? ""^ *° *^u,fX^!^ °'' subsequent effective HIV-1 viral load reducing doses of the antiCCRS receptor monoclonal 
inubody ( Moreover. HIV therapy is now thought to be a life-long process/ para (0070]) "«^'o"c« 
Redfield does not teach the first effective HIV-1 viral load-reducing dose results in a viral load reduction of up to about 1 8 loglO in the 
subject by ;ibout day 9 or 1 0 foHowing dosing of the subject nor administering to the subject one or more subsequent effective HIV- 1 vinil 

abou[ 0 ^To^ 5°i^'lQ 'n^^r''';H "V^*^ monoclonal antibody at a time when the subject's reduction .n viral load Is detem^ined to be 

about 0.7 to 1.5 loglO. so as to thereby maintain a reduced viral load In the subject 

Olson '441 leaches a method of reducing viral load in an HIV-l-infected subject, which compnses* 

" r^Tilfi^""^ ? ^"^'f ^ ^'^^ effective HIV-1 viral load reducing dose of (1) a humanized antibody designated PRO 140 or of (2) an 
anb-CCRS receptor monoclonal antibody which inhibits HIV-1 fusion with CD4+CCR5+ cells, wherein PRO 140 comprises (i) tvJo lioht 
I '^wT^' p^oi^i. v.'ir^Ax?;^ ^''rf ^"^ constant (CL) regions encoded by the plasmid designated 

I oachheavy_ Chain comprising th'e heavy chain 




I following dosing of the subject (para [0046H0047], fig 5). 
'^'^ k"^'^^ *?^^*'rfJ^lTi"*':^®""9 *° ^""^^^ °^ subsequent effective HIV-1 viral load reducing doses of the humanizod 
Tr.rZ'^^ i^r^^^^ antiCCRS receptor monoclonal antibody of (a)(2) .'para 10074]). It would have been obvfous 




, ♦ J . i_ ^ « ^ ' antibody of (a)(2) at a time when the subiect's reduction in viral load is 

determined to be about 0.7 to 1.5 loglO. One of ordinary skill in this art would have been motivated to do so to optimize the timing and 
conditions for reducing and maintaining a reduced viral load in an HIV-1-infected human subject. 

Regarding claim 63. Olson '44 1 further teaches the first effective HIV-1 viral load-reducing dose results in a viral load reduction of up to 
about 1 .8 loglO in the subject by about day 9 to about day 15 following dosing of the subject, (para [00461-(G047]. fig 5). 

I Regarding claim 64. Redfield and Olson '441 do not teach the one or more subsequent effective HIV-1 viral foad reducing doses are 
, administered at a time when the subject's viral load reduction Is 1.0 loglO. It would have been obvtous to one of ordinary skill in this an 

based on the teachings of Redfield and Olson '441 and routine experimentation to have the one or more subsequent effective HlV-1 viral 

load reducing doses are administered at a time when the subjecfs viral load reduction is 1.0 log 10. 

l?^!^'!!??K*"'''"i!.^ '"^'^1^' "^^^ ^^^""^^^ ^" "'^-^ reducing dose is 5 mg/kg of the subject's body weight or 10 mq 

perkgof the subject's body weight (para (00311). ciy»»wiumg 

Regarding claim 67. Olson '441 further teaches HIV-1 viral load reducing doses administered about every two weeks about every three 
weeks, about every four weeks, about once a month, or about every six weeks (para (0098]). 

Tub^ecf (?ari''^7^^ '^"^^ ""^^ "'^"^ ""'^ administered intravenously or subcutaneously to the 
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In case the space in any of the preceding boxes is not suflicient. 

Continual ion of: 

Box V(2) and the preceding Supplerrental Box 7: 

I ?Z^!^!"rrnf"^ '° adniinistering Itie humanized antibody designated PRO 140 of (a)ll) or 

ngcm etteciiye to inmbil HIV- 1 . and/or (b) concajrrent with administenng the humanized antibody designated PRO 140 of (aM 1 » or the anti 

Regarding claims 71 and 78. Olson 441 further teaches the aniiretroviral agent Is a nonnucleoside reverse transcriotase inhibitor flMNRTi* 
a nucleoside reverse transcriptase inhibitor (NRTI). a protease inhibitor (P.? a fusion inhibitor, or any c^tJ^^^^^ltSoTo^^ 

Regarding claim 72. Olson 441 also leaches the aniiretroviral agent is a CCR5 receptor antagonist (para [0105)). 
"mt^f^r^ollnT -«^««™«^^' 3 CCR5 receptor antagonist that is a monoclonal 

I R^9|^ding claim 75. Olson '441 further leaches a monoclonal antibody OCRS receptor antagonist that IS a humanized antibody (para 

de^i^nte^ PRO '40°!,": m:,T """""^ """"^ "'""^ '^""'^"■^^'^ ^""""^ 

Regarding claim 79. Olson 441 further leaches the CCR5 receptor antagonist is a non-protein small organic molecule ipara |Q1051). 

! OL^VeTaMhereS^^ '"^'^ "^"^ ^"""^ - °' 2007/0031408 A1 ,0 

Regarding claim 105. Olson 441 does not teach the humanized PRO 140 antibody is pegylated to increase its serum half life Olson arin 
teaches the humanized PRO 140 antibody (para (00071) is pegylated to increase its sen^\alf-life (par; (0173Ho7r5n '^uld h^e 
One ofordi™™ "J^lT ,h k'^ I" '"^^^ '° °' ""OS CCR5 ricopwr anLgon st^f Sls^%4 1 

I reduclon ^ *° "^'^^'^ =° '° '°"Slh of time between dose adminluations for »sl 

^;lwTf Ols^^^ra'^* '"''"""^ """^^ ""^'""^ ""^^ Of -3 ^bove. and further in 

I R^aarding claims 27-28. Olson "441 does not leach the humanized PRO 140 antibody Is modified to increase Its senjm half-life bw 
I [0173 -[0175)). it wou d have been obvious to one of ordinary skill in this art to use the PRO 140 antibody of Olson '408 for the CCRS 
I =e°; rSn^s^rnst: c°^^:L°ctr "^^^ — ^° ^ - .oLrea^reSh o, Ifl"' 



o/RXd^**' '"""'^ "^'"9 Obvious over Nelson in view of Olson "441. as above, and further in view| 

Regarding claim 94, Redfield further -eaches that the subject is a pregnant woman (para (0095]). 



Saror'used'infndu's";;'"' ^""""'"'^'^ ''''""'^ '^'^-'^ "(^) « '^e subject 



matter can be 
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